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The contact map shows residues that are distant (black) and 
residues that are close (white). If a given segment, h^hhh 
folds an above average number of residues into a given sphere 
size, then it is compact. 
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(1) Pick a sphere size (21 angstroms, like Go-Gilbert) ancf a disruption 
threshold; (2) Scan protein using segments at least the average number of 
residues for that sphere size or greater (e.g., >1 5 for 21 angstrom sphere ; 
3) Check the disruption of all the compact fragments identified in step 2. It 
the fragment has a disruption above a threshold value, keep it; otherwise, 
throw it out; 4) If the compact unit is disruptive, increment the schema 
disruption measure for all of the residues in the fragment by one. This 
indicates that crossovers within the fragment are disfavored. 



FIG. 23 




FIG. 24 






0 25 50 75 100 ""150 175 200 225 250 275 300 325 350 




0 25 50 75 100 "IT^O 175 200 225 250 275 300 325 350 



250 
200 
— 150 

0 

100 
50 1 
0 




n't ■ n ■ ■ i ' i ■ ■ ' 1 » 1 ' 1 1 r 



, , , . i\ i Vi I ' ' TT 



(C) 



A 



0 25 50 75 100 ""iSO 175 200 225 250 275 300 325 350 



200 



Of 100 

60 : 
o 





(D) 


1 1 1 1 1 1 1 1 1 1 1 

k 


\ / \ _A 



0 2" 50 75 100 "5"150 175 200 225 250 275 300. 325 350 

Residue # 



FIG. 25 




FIG. 26 



40 



Total 



parent 
FIG. 27A 

Low Disruption 



parent 
FIG. 27B 





f \ Design 



HINDU 




1 



PCR, 

EtOH purify 



us 

U. 

r— " 

en 



4 



PCR, 
Digest 




PMO 



Ligate 



FIG. 28 





ry 



Schema Disruption 




30 50 70 90 110 130 150 170 190 210 230 250 270 

Residue Number 



FIG. 29 




FIG. 30 



— 





Residue Number 



FIG. 31B 




h FIG. 32 

o 




30 50 70 90 110 130 150 170 190 210 230 250 270 

Residue Number 



FIG. 33 



